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m<D$K&m®iT'h5T t 7 5 isMm<D?Vi-i (Dolabella auri 

cuiaria) fr±mM£&m]ftm&v/ximm£®ftmzG-fz>it& 

f- > 1 ~ 1 5 it^ntl^o K5X^f->10l*N 198 
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fc*S*fr£TK3tKJ: Ofidfr* (I LS. %) Lfc 0 fcfc. Tie 

TliiiS4PO> 7 >£#B£u Clin > ho-;l/i¥©y 



-8- 



WO 96/33212 PCT/JP96/00949 

T- C 

teftm= x 1 o o 

c 

5itfr$5£l £Lfc«£0iaafJfc-c«*>Lfc o 

5 



2 1. 9 

3 

io K5X^f>io ■ i 

@f*j&*g (Wx.tftt^i, m*-?*)\,m, &*znz)i#u mnm. 
aaa. urn. h . ¥B4he?«i c«*«n»w % 

.is ^m^O«W»l8iCMLTffl^acti«-c** 0 L*UT. ±E* 



-9- 



WO 96/33212 PCT/JP96/00949 

^-C^^^. 1 BSfctK 0. 0 1~5 0mg/kgISit5 

Bu'lit e r t -7^ Boclit e r t-7 h *>*7 



20 



WO 96/33212 



PCT/JP96/00949 



7 a — •> — K 2 



^N^C 0 0 H 



Z - H N 




COOBi)' 



0 Me O Me 



Kit® 6 



##f*J 3 



rn nh if i 

N o * 





N H 



M e 



0 



N \C 0 0 B u 1 

M e 0 M e 



4t<g-$ 7 




n ^y"^c O O B u' 



0 Me 0 M e 



###J 5 



I 




N H 




M e 



O M e 0 Me 



ft£«J 9 



##£*J 6 



-12- 




Me 



-13- 



• — 



WO 96/33212 PCT/JP96/00949 



7 o - i/ - h 3 




-14- 




WO 96/33212 PCT/JP96/00949 

8 3 0. 7mg (1. 7 1; Vt;l/) ^^T5 0%hV 
7 Jl*v&m/i? ? n;M ? >2 0m 1 KfcfrU £&ICT2B$F I gst# 
UfcOS«EfcBU SS^^^f;^;l/A7; K (DMF) 5 m He 
5 *frl/*»Th'Jxw$>2. 4m 1 £fln*.T&Ee$£@-f S 0 

tt&#|2 6 4 4. 3m g (1. 7 1 $ U *7tO **teT 4 N 
*^t7k*/y**^>8. 6m 1 KfcfrU IlTl. 5^lffl«fliLfc 

COM^^^^i+TDMF 7 m 1 ICjgfrU *&8£#Ti/7y 'J 
io (DEPC) 3 5 2mg (2. 1 6 $ U*;U) £ h ijxf^ 7 

S>0. 5 3ml (3. 82;'Jt;l/) <h£ta;U 0* fr£MKT- 
«a»*-3^IJ5 0 Kl6tt*»Kxf-;|/-^>.tf > (4 : 1) 

&Z-&tK®) 1 . 35g^-\ + it>-y^y-;u-^^ D ;uy^>(4: 
15 5 : 15) ^!§tB^if5t7rf7^LH-2 0O*7A^O7h 
^7^»»bt, l«0^«)3*jfcSiftiLT»fc. 1. 06 
g (W8 9. 7%) o 

[a] 28 d-48.2* (c=0.375. MeOH) 

l H-NMR(CDCl 3 . <5) 0.7-l.Ki), 1. 27(3H, d. J=6.8Hz), 1.6-2.2GO, 
20 2.25C6H. s), 2.3-2.6(0), 3. 02C3H. s), 3. 30C3H. s), 3.35(3H. s), 
3.9-4.3d), 4.80C1H. dd. J=9. 2Hz. 6.4 Hz), 5. 13C2H. s), 6. 86(1H. 
br. d), 7. 34(5H, s) 0 
#%#J2 

it&® 3 6 8 8mg (l. 00 i £ t J (9 
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: 1) 10ml»U 5^5y-)i»R*0. lg*ttJ;U7k*» 

tt©tt&tl4 Zm&m&tot bXMtz 0 5 9 0 mg (JW9 8. 7%) o 
[a] 29 d-57. 3° (c=0.955. MeOH) 
s »H-NHR(CDC1 3 . 5) 0.7-1. Km), 1. 17(3H, d, J=4. 4Hz), 1.6-2.2(m), 
2. 54(6H, s), 3.04 and 3. 08C3H. s), 3.27 and 3. 3K3H, s), 3.36 an 
d 3. 42(3H. s), 4. 0-4. 3(b). 4. 6-5. 0(d). 5. 0-5.4(n>). 6. 97C1H. br. 
d) 0 

io it&®4 3 Omg (5 0 v>T ^ v*)l) „ (R) - 2 — k K o 4- *> — 
2-7x-^xf ;i/7 = >1IS£^ 1 0 m g (5 8?-/^ n*^) £DM 
FO. 5 m 1 fcjgfrU *Mj$T"CD E P C 9. 5rag (58?-f^ 
p*;u) £ h U xf^7 ^16// 1 (11. 5 v-r ? u*;l/) £fln;i N 

fcSI^KTLC (JIF^&Jg :-^d;M^>-^;-;K10: 
1 ) ) . o<^T"\*-tf->- ^ * y -;u- i*? oyl// ? > (4 : 5 : 15) 

ffiSHUT. Sto©tt£«s5-A (jk^5i:fc^TRi)< (R) -2-k 
20 K a + •> - 2 - 7 i iMf ^7 i ; ST* Z%i%l&®tL 
mtzo 25. lmg (JR^69. 9%) 0 
[a] 23 d-43. 8° (c=0.319. MeOH) 

•H-NMRCCDCls. 5) 0.7-1. Km), 1. 27(3H, d. J=7. 0Hz) N 1.6-2.200, 
2. 27(6H, s). 2. 3-2. 6(b). 3. 02(3H. s), 3. 32(3H. s) s 3. 43(3H. sK 
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3.82C1H, br. d). 4. 0-4. 2(b), 4. 77(1H. dd. J=9. 0Hz. 6. 8Hz). 6.6-7. 
0(b)n 7.2-7. 5(5H. ■). 

ntemit®mizisT<t&®4 t (s) -2- 1 ko^»>-2-7x 

2-b Ko*J/-2-7x^xW;;ST*5^«) £*§fc (jR 
^7 9. 1 %) o 

Ca] "d-^.S' (c=0.330. MeOH) 

■H-NMRCCDCls. 6) 0. 7-1. Km). 1. 26C3H. d. J=7. 0Hz). 1. 5-2. 2(n>). 
io 2.65C6H. s ), 3.02C3H. s). 3. 32C3H. s). 3. 40(3H, s). 3. 85C1H. dd, 
J=9.5Hz. 1.5Hz). 4. 0-4. 2(m). 4.7K1H, dd, J=8. 1Hz, 6.8Hz). 4.8- 

5. Km). 6.7-6.9(m) N 7. 2-7. 5(5H. m) 0 



tmftiz LT4t&®}4 idl-trans-2-7x-;^ 
15 ^yofiH;>i^^«!5-C Gl:^tl5JCfe^TR^2-7x 
-^^o^Dt>7;;in5M) *mtz (W8 2. 1%) 0 
la] 2 \-52.4° (c=0. 354. MeOH) 

'H-NMR(CDC1 3 . 5 ) 0. 7-1. 200. 1.2-1.400, 1.6-2.200. 2. 37C6H. 
s). 3.02(3H. s). 3.33 and 3. 35C3H. s). 3.4K3H. s). 3.8-4.300. 
20 4. 76(1H. dd, J=8.7Hz, 6. 9Hz). 7. 26C5H. s) 0 



*J U >£*»£{I:&^5-D (^^^5JCfc^TR*U. 2. 3, 4- 
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6. 2%) o 

[a] 23 o-48. 2° (c=0. 320. MeOH) 

•H-NMRCCDCls, 6) 0.6-1. 100, 1. 1-1. 3(m), 1.5-2.2(m), 2.55C6H, 
s), 2. 7-3. 0(b), 3. 00(3H, s), 3.30C3H. s), 3. 44(3H. s), 3.55-4.0 
5 00, 4. 0-4. 3(b), 4. 5-5. 000, 7.15 and 7. 19C4H. s) 0 
##M3 

itSMG 0. 85g(l. 7 3 $ »j *7U) * t -?5J-)\,—k (9 
: 1) 15mli;i^L5%/<5 i** A&*0. 1 g^jfJOX., Tk&mflt 

10 @-r^ 0 aa[*^>-if > 2 om i izmfrbMEE&mby mizzomrt* 

t>^-tttt»)jgU"Ctttt«*»*o :o»ttft4Z-^nij>0. 4 8 
g ( 1 . 93 ; 'J &tf ->7/ 'J yie^i^i/ (D E P C) 0. 3 
led. 90; 'J*;U) i#K5>y f;l/tJl/A7 = K (DMF) 1 0 
mlCS^UWfiiTh'JiWi^O. 19g(l. 8 8 S 'J 
15 *DMF lm 1 KigfrUfcifc£«T-rSo 

Be x^ux-BEtfK 2 NJigefc «t tf&fnm#7kT3fc^, 

(jgdj& : ft»xf-^-^s + -y-> (2 : 1) ) Tflf 
20 SHUT, lW©ft£«57*fcfeiStt4&& LT»fc 0 0. 9 7 g (iR*9 
5. 1%) o 

[a] 27 D -81.7° (c-1. 025, BeOH) 

1 H-NMR(CDCl3. 8 ) 0. 75-1. 05C12H. m), 1. 46C9H. s), 1. 8-2. 2C4H. 
ffl), 2.3-2.4C2H. m), 2. 96C3H. s), 3. 34(3H, s), 3. 4-3. 6(2H. m), 3. 
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8-4.0C1H, m) N 4.2-4.4UH, 4. 73C1H. dd. J=8. 9Hz, 6. 3Hz) N 5. 17 
(2H, br. s) % 7. 32C5H. s) 0 



0. 50g (0. 8 5 5 9J-)\,2 0 m Hz 

io 1) ) TffliU, Stt®ft*tt8**&ttKft£ LT'fi^o 0. 3 6 
g (W9 0. 0 %) o 

[a] 25 d-76. 2° (c=l. 10, MeOH) 
'H-NJIR(CDCl3. 5) 0.7-1.05C12H, 1. 46C9H. s) N 1. 6-1. 9(4H. n) 
. 2.31C3B. s), 2.3-2.45C2H. m), 2.99C3H. s), 3. 36C3H. s\ 3.75-4. 
15 OUH. »\ 4.73C1H, dd, J=9.8Hz, 7.1Hz), 7.8K1H. br. d) e 

itS® 8 3 1 Omg (0. 6 6 5 £0' CT50% h 'J 7 

§£113"<S 0 

20 -3\ -fk^%2 263mg(0. 705 U^yU) £0° KT4N£ 

^fc©^«EKit5 B »DMF3m) KfcfrU WDEPC 
13 6mg (0. 835 'J * ,U) a 'Jxf ^ 7 , >0 , llml (Q 
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5 *D/U>*>-y*y-A,(30:l-10:l)) UT> aft 

©^fc^tt9**tfetttt*i: UTIifCo 1 8 5mg (JRsp4 1.5%) 0 
[a] d n. d. 

'H-NMRCCDCU. <5) 0.7-1. Km). 1. 27C3H. d, J=7. 0Hz). 1.5-2.3(01), 
2. 34C3H, sk 2. 3-2. 900* 3. 00C3H, s), 3.30C3H, s), 3. 35C3H. s), 
10 3. 85-4.3(m) N 4. 68(1H. dd. J=8. 7Hz. 4. 9Hz), 5. 13(2H, sX 7.34C5H, 
s) 0 

4t&®}9 1 8 5mg£ t - 7^/-;U-tK (9 : 1) 3ml Kfefr 

®t LxntZo 1 5 5mg (iR2£9 7. 1%) 0 
[a] d-83.3° (c=0. 365> MeOH) 

it&fylO 23. 4mg t7x^f^7^ 
20 12. lmg (1007^^ot;l/) ££DMF0. 5mllC*frU 
*»Jt»TDE P C 9. 6mg (597^^of^) ihUxf-;U7$ 

THM23. Omg^'ISo -n^t7 7 f7^XLH-20O*7A 
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^ 7 ^^^ (®th& : > - / ? J -jl,- V ? a JU/ ? y (4 

: 5 : 15) ) T'fitSHUT. §tt©ft£#ll 1-A (ft^l 1 Kfc^ 

8mg (JK2£6 8. 6%) 0 
5 [a] 25 d-61.0° (c=0. 39, MeOH) 

•H-NlfR(CDCl 3 , 6) 0.7-l.lOn), 1.2K3H. d. J=7. 0Hz), 1. 5-2. 2Gd), 
2.38C3H. s), 2.83C2H, t, J=7. 0Hz), 3.0K3H, s), 3.32(3H,s), 3.36 
(3H. s), 3.2-3.6(n>), 3. 84(1H, dd. J=7. 9Hz. 2.2Hz), 3. 9-4. 20n), 4. 
71C1H. dd. J=9,2Hz, 7.0Hz), 6.3-6.6UH. m), 7. 23(5H. s), 7.7-8.1 
10 (1H, m) 0 

nmws tfimzisxit&mi ot7x^f^7; >mm#t*K& 
nmm 6 

<t&®l l-B Ut&mi H:fci>tBi<2-7;l/tn7x-;l/St 

15 **ft£4&) 

"7 -y (JR^7 3. 0%) 

[a] 28 d-61.7° (c=0.326, MeOH) 
'H-NMR(CDC1 3 . c?) 0.7-I.IOd), 1.2K3H, d. J=7. 1Hz), 1.5-2.3(0. 
2.33C3H. s), 2.3-2.60.), 2.88C2H. t. j-7. 3Hz), 3.0K3H. s), 3.32 
20 (3H, s), 3.37C3H. s), 3.2-3.70O, 3.84C1H. dd. J=8. OHz. 2. 5Hz), 3. 
9-4.2^), 4.5-4.90H. n>), 6.4-6.6UH, n), 6. 8-7. 3(4H. n), 7.6-8. 
K1H. m) 0 

it&®)l l-c Ut&tol li:fc^TB^3-7^D7x_ybSt 
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rnziv®* (JR*7 0. 9%) 

[a] 28 o-56.4° (c=0. 287. MeOH) 

l H-NHR(CDCl 3 , 5) 0. 7-1.100. 1. 22C3H, d. J=7. 0Hz). 1.5-2.2(0. 
5 2. 34C3H, s). 2.3-2. 7(0. 2.84C2B, t. J=6. 8Hz). 3. 02C3H, s). 3.32 
(3H. s). 3. 36(3H. s). 3. 3-3. 6(m) > 3. 83(1H. dd, J=8. 4Bz. 2.2Hz). 
3.9-4.3(0)). 4. 5-4. 9(m). 6. 5-6. 7(1H, O. 6. 8-7. 2(4H. O. 7.7-8.1(1 
H. nOo 

10 {t&W) 1 1 - D Ut&® 1 1 i:fci>tB^4 -7Wn7 x-;UI6T 

m%.m®Jfc 2. 7%) 

[a] 28 d-55.9° (c=0. 285. MeOH) 

'H-NMR(CDC1 3 . 5) 0.7-1.1(0. 1. 22C3H. d. J=7. 3Hz). 1.5-2.2(0. 
15 2. 34(3H. br. s). 2. 80C2H. t. J=7. OHz). 3. 0K3H. s). 3. 32(3H. s). 
3. 36(3H, s). 3.2-3.6(0. 3. 75-3. 95C1H. O. 3.95-4.300, 4. 5-4. 9(m 
). 6.4-6. 6(1H. O. 6.8-7.2C4H. i). 

lk£#l8 14. 8mg (32v-f^Dt;l/) i;^T50% MJ7 
20 ajUJ 9 >0. 4 m 1 £}jn£. SlKt 4 NfM# b 

fc©^lt*'7^77v>al/tg@t5o -77. ft^l2-A (4b 
2K^TYa<7k^H : ?T£>Srt:£^) 14. 3mg (3 0v^ 
^d^;U) £ rattle 5 0% MJ 7;U^-pS^K/^^ d;M 9 >0. 4m 
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DMFO. 4mli;^U *^TDEPC6. 7 m g ( 4 1 v-f 

LTSfco 14. 5mg (iR^62. 0%) c 
10 [a] 25 D-92.4' (c=0.2l8, HeOH) 

'H-NMR(CDC1 3 .«5) 0. 7-1. 2(o), 1. 22C3H. d. J- 7 . 0Hz), 1. 5-2. OC-K 
2.35C3H. s), 3.01C3H, s\ 3. 33C3H. s), 3. 36(3H. s) N 3. 89(1H, dd, 
J=7.0Hz, 2.2Hz), 4.0-4.3QH. 4. 66C1H. dd. J-7. 9Hz. 6. GHz), 
5.5-5. 7C1H. *), 7.2K5H. s\ 7. 73C1H. d, J=3. 3Hz) c 

15 %mm i o 

3-B Gfc^l 3K*Jl*TY*<y K + i/*;UiK-yUST?**fl:^ 

*&£^@tt<>: LTfffc (iRf$£7 8. 2%) o 
20 [ a ] D n. d. 

•H-NHR(CDC1 3 . *) 0.7-l.Kn,), 1.1K3H. d. j- 7 . 0Hz), 1.5-2.K.), 
2.35C3H. s\ 3.02C3H. s ), 3. 32(3H. s), 3.33C3H. s), 3.95C3H. s), 
3.8-4.3C), 4.70C1H. dd. J-7. 5Hz. 6.8Hz), 5. 4-5. 8C1H, n>), 7,23(5 
H. s), 8. 05C1H. s) 0 
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mmm 1 1 

tt&#U3-B 3 8. 7m g (4 7 ?Ont;V) K*fcT7 0% 

g@-rs 0 ^ts^^KTLc ammmm v t a jus -ji> 

5 (10:1)). >-> * y d;1/^ * > (4 : 

5 : 15) *SlbiD[i:t«t77fy^XLH-2 0©*7A^D7h 

-xf-4//;yU/<tW;l/«T**ft^«!) ^Itllftilti^o 3 4. 
8mg (JR^8 8. 5%) o 
10 [a] 28 d- 81. 4° CC=0. 309. MeOH) 

'H-NMRCCDCls. 5) 0. 7-1. Km), 1. 11C3H. d. J=7.3Hz) N 1. 26C3H. t. 
J=7.3Hz) N 1.5-2.200. 2. 36C3H. s), 3. 02(3H, s). 3. 33(6H, s). 3. 
2-3.700. 3. 8-4. OQH, br. dd). 4. 0-4. 30O> 4.69C1H, dd, J=8. 8Hz. 
6.8Hz), 5.3-5. 7(1H, m)> 7.24C5H, s). 7. 95(1H. s) c 

15 



20 
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It * O iE I 

1. « 




10 (R) -Xli (S) -2-h FD + y-2-7x-^ 7 

$y£> 2-7 i z^^py D b^7;;iXlil, 2. 3. 4-x 

(b) Q,lil-^^;l/-2-foU ^-;Pg^^t>L. 
Q 2 ii-NH-CH-CH 2 -B fcjgfcu ;:r 
15 A 




-n( 

R 3 



# — # _ 

WO 96/33212 PCT/JP96/00949 

<£J&7;u*;bg, 7x-;l/»XttS N ORtf Na^jgtfftS 
li{£®7;U3*v/g-c^&£*aT(^T{>«U>7 x-;US^gt>1", 

10 IT 

Q 2 *< (R) -Xli (S) -2-t KD + -/-2-7x-;l/xf;i/7 

3. Qi 1 2 - h e p y-;i>£*«fcU -e-ur 

Q,A<-NH-CH- CH 2 -B ££fcU C d T A tfTk&IB^fc^fc 
I 

15 A 

20 5. Qi&l-/ f;i/-2-eo 'J > ? -A'££gfcU *LT 

Q 2 #-NH-CH-CH 2 -B *^bU C C T A <fc 9 N - 

I 

A 

fi$7;u^i/#;i//<^;i/gTE&£ftT^T*><fc^2 -f7 7'J 
£gfc> U ^ UTB &©7 x^;uS£gfr-rft3fc©$gfflgj i iigg 



-26- 



WO 96/33212 PCT/JP96/00949 

Ho 

5 mmm 0 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP96/00949 



A. CLASSIFICATION OF SUBJECT MATTER " — 

Int. CI 6 C07K5/027, A61K38/05 

According to International Patent Classification (IPQ or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documenution searched (classification lyjtcm followed by classification symbols) 
Int. Cl6 C07K5/027, A61K38/05 



Documentation searched other than minimum documenution to the extent that such documents tre included 



in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search term, used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 



JP, 7-70173, A (Arizona Board of Reqents) , 
March 14, 1995 (14. 03. 95) , 
Claim & EP, 600744, Al 



1-9 



Li Further documents are listed in the continuation of Box C. Q 



See patent family annex. 



• Special categories of cited documents: 

'A M document defining tbe general suie of (he an which is not considered 
to be of particular relevance 

earlier document but pu W Li bed on or after the international filing date 
document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another ciuUo oVoTber 
special reason (as specified) r 

document referring to an oral disclosure, use, exhibition or other 
means 

€ F' document published prior to the international filiog date but later than 
tbe pnonry date claimed 



T" later document published after the international fitin* date or orioritv 
date and not in conflict with the application but died to understand 
the pnna pie or theory underlying the invention 

M X~ document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is tikes alone 

T" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
comoi ned with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
June 26, 1996 (26. 06. 96) 



Name and mailing address of the ISA/ 



Japanese Patent Office 
Facsimile No. 



Date of mailing of the international search report 
July 9, 1996 (09. 07. 96) 



Authorized officer 



Telephone No. 



Form PCT/1SA/210 (second sheet) (July 1992) 



m&mm&iir pct/jp96/oo949 



A. X9KOM1-Z&1KD&m m&%¥r#m (IPC) ) 

Int. CI f CO7K5/0 2 7, A61K38/05 



«Kfcfrofc*/NBjm fiISR#W#l (IPC) ) 

Int. CI* C07K5/0 2 7, A61K38/05 









X 


J P. 7-70 1 7 3. A (7!)/t iK-KtT' JJ — tfyy) 
14. 3>S. 1 9 9 5 (1 4. 0 3. 9 5 ) . ffffDUftOffiB 
&E P. 6 0 0 7 4 4. A 1 


1-9 







rpj SRtlilSBKi-C. »>oC£tte±S<DSft£fteci]M r &J S-^h7r 5y-Xtt 


SSSWSSr^T Lfc B 

2 6. 0 6. 9 6 


s»it«3Efa*w«iSB 09 07 96 


B#a*?fWT (ISA/JP) 

»(*#•§■ 1 0 0 
KKU=Ff^EBEai588HT § 4 § 3 * 


*R#-* 03-3581-1101 F 


4H 


8 8 2 9 


*9« 3 4 4 5 



«5tPCT/I SA/2 1 0 (1 9 9 2^7^) 



